1. Introduction
===============

Systemic lupus erythematosus (SLE) is, to some extent, a kind of diffuse connective tissue disease, which can be involved in all systems of the whole body. Its heterogeneity make heritage scientists, rheumatoid expert, clinicians...be in a dilemma.^\[[@R1]\]^ For its heterogeneity, the treatment of disease is still a worldwide problem.^\[[@R2]\]^ Western medicine treatment mainly includes immunosuppression and immunomodulation. Excessive reliance on corticosteroids remains the main cause of high failure rates.^\[[@R3]\]^ With the health need growing by leaps and bounds, people find that traditional Chinese medicine can not only help us ameliorate the symptoms, but also a strategy for a holistic approach to life in SLE.

Tripterygium wilfordii as an extractive of the traditional Chinese medicine can completely inhibit tumor necrosis factor α induced oxidative rupture and NET formation of neutrophils. Tripterygium wilfordii also completely inhibited purified immunoglobulin G induced oxidative rupture and NET formation of neutrophils in serum of patients with SLE. All suggest that tripterygium wilfordii may have the potential function to treat neutrophil and NETs inflammatory and autoimmune diseases.^\[[@R4]\]^ Another report reveal that the tripterygium can significantly stimulate NK cell killing activity, which is dose dependence.^\[[@R5]\]^

This paper considers the randomized controlled trials (RCTs) literature as the research object, adopts the evaluation, and stipulates that more than 3 points are high quality documents. When it come across the outcomes, the studies choose the highest 10 frequency indicators. Elaborate the results of the study, the author find it mainly focused on the indicators related to the SLE disease activity index (SLEDAI) score,^\[[@R6]\]^ including the observation of the clinical manifestations of joint symptoms, lupus nephritis, lupus brain related diseases, and the study of the laboratory indicators of lupus nephritis, thrombocytopenia, erythropenia, aleucocytosis and so on.^\[[@R7],[@R8]\]^ Furthermore, there are still relevant investigations of cytokines that can not be ignored, such as interleukin 18,^\[[@R9],[@R10]\]^ and complement C3, C4.^\[[@R11]\]^ The application of the scale is typically the Quality of Life Questionnaire (QoL questionnaire), which covers the study of biological, psychological and social medical models.^\[[@R12]\]^ Some articles have even approach to the toxic side effects of Tripterygium, suggesting that it causes bone mineral density decline.^\[[@R13]\]^ To conclude above, the author find that Tripterygium as a representative drug for the treatment of SLE, its efficacy and side effects are worth to deepen research.

2. Method
=========

2.1. Eligibility criteria
-------------------------

### 2.1.1. Article type

1.  RCTs;

2.  with at least a comparable group;

3.  Editorials, reviews, animal experiments, observational cohort will be withdrawn;

4.  Deadline: From inception to February 2020;

5.  Language: English and Chinese.

### 2.1.2. Participants type

1.  the ones who are diagnosed with SLE;

2.  They are above 18 years old to eliminate the "Lupus Erythematosus in Children";

3.  Initially, the patients are with a scores equal or above 5 in SLEDAI to make sure the patients should be intervened;

### 2.1.3. Interventions

The intervention measures in the treatment group are traditional Chinese medicine capsule, decoction, pill, traditional Chinese medicine injection and they are combined or not combined with western medicine treatment. The control group take western medicine alone or placebo.

### 2.1.4. Outcomes

The top ten frequency results in documents will be applied, such as, the SLEDAI, the QoL questionnaire ...the primary outcomes are the clinical symptoms, SLEDAI and QoL questionnaire,...up to 10. The secondary outcomes are the loss ratio of follow-up, the adverse reactions.

2.2. Search methods for the identification of studies
-----------------------------------------------------

Once the information is not complete, we will give the author a call, an email or even pay a visit to them to accomplish the material of RCTs. Totally 2 researches (FY and JT) are searching the documents and collecting the material in the database, separately. If there are in a dilemma, they will hand up the material to ZM who revise and decide how to deal with them.

Database: The Cochrane Library, Pubmed, Embase, Web of Science in English and the Chinese National Knowledge Infrastructure, Wanfang Database, Chinese Biomedical Literature Database and Chinese Science, Chinese Traditional Medicine Database, Chinese Science and Technology Periodical Database in Chinese.

Entry Terms: Lupus Erythematosus, Systemic, SLE, Lupus Erythematosus Disseminatus, Libman-Sacks Disease, Disease, Libman-Sacks, Libman Sacks Disease, Tripterygium, Tripterygiums, Tripterygium hypoglaucum, Tripterygium hypoglaucums, hypoglaucums, Tripterygium, Tripterygium wilfordii, Tripterygium wilfordius, wilfordius, Tripterygium, Leigong Teng, Leigong Tengs, Teng, Leigong, Tengs, Leigong, Thundergod Vine, Thundergod Vines, Vine, Thundergod, Vines, Thundergod, Kunmingshanhaitang, Huobahuagen, Nansheteng, Nanshegen, Duanchangcao, Huangtenggen, Huangyao, Shuimangcao, Caichongyao, Sanlenghua.

Search use keywords for the Cochrane Library, Embase, Web of Science and the Chinese National Knowledge Infrastructure, Wanfang Database, Chinese Biomedical Literature Database and Chinese Science, Chinee Science and Technology Periodical Database and combine the mesh terms with the "All Fields" in Pubmed and Chinese Traditional Medicine Database.

Additional material can not be neglected. They include in Conference proceeding, Hand searching, those owing to Chinese Clinical Trial Registry or International Clinical Trial Registry Platform.

2.3. Data processing
--------------------

### 2.3.1. Selecting studies

Once the article from either electronic resources or supplementary material can not be complete even after a connection with the authors, it will be deleted in our research. Additionally, we will move away the duplicates and the ones which are not connected with our research. The ones will be removed if they are not accordance with the conditions we have proposed above (Fig. [1](#F1){ref-type="fig"}).

![PRISMA flow diagram to describe the search process. PRISMA= Preferred Reporting Items for Systematic Review and Meta-Analyses.](medi-99-e21909-g001){#F1}

### 2.3.2. Data extraction and management

Two authors (FY and JT) go through the data extraction using a questionnaire which is proposed by the correspondence author (KY). The characters which will be selected are: name of the first author, publication year, the scores of Jadad evaluation, type of studies, number of groups, intervention measures, course, outcomes and adverse events.

### 2.3.3. Data analyse

The RevMan 5.0 statistical software provided by Cochrane the International Network of Evidence-based Medicine will be used for meta analysis. Odds ratios or risk ratios is the outcome analysis statistic for categorical data. While weighted mean difference or standardized mean difference will be adopted in continuous data. And the interval estimates are expressed using 95% confidence interval. The heterogeneity among the included studies will be tested by *χ*^2^. If there is statistical homogeneity (*P* \> .1, *I*~2~\<50%) among the studies, the fixed effect model will be used to analyze; if there is heterogeneity, the causes of the heterogeneity will be analyzed, and the factors that might lead to heterogeneity will be analyzed by setting up subgroups. If there is statistical heterogeneity among the included studies, but no clinical heterogeneity or difference have no clinical significance (*P* \< .1, *I*~2~ \> 50%), a random effect model will be used for analysis. If the heterogeneity between groups is too large, descriptive analysis will be used. Analyzing of publication bias use funnel plots. Heterogeneity, which is generated from low quality studies, can process sensitivity analysis test to exam the stability of the results.

### 2.3.4. To assess the bias risk in included studies

The bias risk has been divided into "low", "high," "unclear (unknown or unclear)". We use the Cochrane Handbook for Systematic Review of Interventions V.5.1.0 to assess the bias risk in included studies. For these aspects should be considered when come across this evaluation for the quality assessment: the random sequence generation, allocation concealment, blinding of outcomes, blinding of participants, therapists and assessors; incomplete data; and selective outcome reporting; other sources bias.

### 2.3.5. To evaluate the publication bias

A funnel plot will be adopted to evaluate the report bias related to SLE. Begg and Egger tests can estimate the symmetry of funnel plot.

### 2.3.6. Quality of evidence

The Grading of Recommendations Assessment, Development, and Evaluation will be used to evaluate the quality of evidence (high,moderate,low, very low). The quality will be reduced by a low exactness, poor design with a lot of limitations, inconsistencies, deviation, unexplained heterogeneity or publication bias.

### 2.3.7. Patient or public involvement

Non.

3. Discussion
=============

SLE is a systemic multiple tissue and organs involved disease that can endanger life for patients. The latest treatment for SLE is genotype targeted therapy, but clinical evidence is insufficient and its cost is expensive.^\[[@R14],[@R15]\]^ The most widespread anti-rheumatic drugs are traditional disease modifying antirheumatic drugs and bio- disease modifying antirheumatic drugs, which increase the risk of tumorigenesis and infection.^\[[@R16]--[@R18]\]^ And the status of Chinese medicine in the treatment of SLE can not be underestimated. Traditional Chinese medicine almost uses tripterygium, caulis sinomenii and futokadsura stem (pepper stem). And with the highest efficacious against SLE is Tripterygium wilfordii.^\[[@R19]--[@R21]\]^ Although it has a reproductive system toxicity, even some studies have pointed out that it can reduce bone density and may cause osteoporosis,^\[[@R13]\]^ it is still favored in clinical practice. For the most part of the studies on Tripterygium wilfordii or Tripterygium wilfordii extracts, or Tripterygium wilfordii polyglycoside tablets, are conducted in China. The studies are compared with traditional anti-rheumatic drugs such as cyclophosphamide, Mycophenolate mofetil ...or with traditional Chinese medicine....^\[[@R5],[@R13]\]^ But the study compared with traditional Chinese medicine or other complimentary therapy will be eliminated in the meta analysis of this paper. A majority of the conclusions of these studies show the tripterygium to be effective.^\[[@R19],[@R20]\]^ Meta analysis of the efficacy and side effects of Tripterygium wilfordii in SLE in Science Citation Index magazine has not been reported before. So it is worth further in-depth discussion.
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